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Abstract

AIM: To assess the expression of a-catenin in gastric car-
cinoma and to determine its relation with tumor clinico-
pathological features and patient survival.

METHODS: Immunohistochemical staining of a-catenin was
performed for 163 cases of gastric carcinomas,44 cases
of gastric dysplasia and 25 cases of intestinal metaplasia,
and 28 cases of atrophic gastritis.

RESULTS: Normal membranous staining was observed in
intestinal metaplasia and control biopsy specimens for a-
catenin. 76 % of tumors and 43 % of gastric dysplasia
were stained abnormally for a-catenin. Only one of atrophic
gastritis showed abnormal staining. Abnormal a-catenin
expression occurred more significantly in Borrmann III/
IV type than in Borrmann I / II type (P <0.01) A signifi-
cantly higher proportion of signet-ring (91 %), mucinous
(79 %) and tubular adenocarcinomas (78 %) showed ab-
normal a-catenin expression compared with papillary
adenocarcinomas (47 %) (P <0.01) Morever, abnormal
a-catenin staining occurred more frequently in diffuse type
(95 %, 38/40) than in intestinal type tumors (68 %, 73/108)
(P <0.01). No association was found between abnormal
a-catenin and tumour invasive depth, lymph node metastasis
and distance metastasis (P >0.05, respectively). A survival
advantage was not noted in the tumors retaining normal
staining of a-catenin.

CONCLUSION: Abnormal expression of a-catenin occurs
frequently in gastric carcinoma, and is closely related to

its poor differentiation. Abnormal expression of a-catenin
in gastric dysplasia may be an early event in tumorigenesis.

Xu CP, Zhou YN, Chen Y. Relationship between abnormal expression
of a-catenin and biological behaviors of gastric carcinoma. Shijie
Huaren Xiaohua Zazhi 2003;11(9):1275-1278
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Abstract

AIM: To discover the incidence of gastric cancer in pre-
malignant gastric lesions and to evaluate the importance of
gastroscopy follow-up for gastric cancer at an early stage.

METHODS: A total of 1 417 patients received endoscopy.
Among them,750 patients who agreed to undergo annual
surveillance endoscopy were studied.

RESULTS: Among the 1 417 patients who received endoscopy;,
64 had gastric cancer (4.5 %). 35.9 % of them were at
their early stage. 82 cancers were detected (10.9 %) during
the follow up period. 62 % of them were at their early stage
(62.2 % vs 35.9 %; P <0.005). Gastric dysplasia was fre-
guent in gastric cancers than in non-cancer group (37.0 %
vs 13.1 %; P <0.01) Intestinal metaplasia was also more
frequent in gastric cancer group than in non-cancer group
(67.1 % vs 58.1 %; P <0.01).

CONCLUSION: In patients with intestinal metaplasia or
dysplasia, endoscopic surveillance can detect most new
tumors at an early stage.

Wang MW, Yang SB, Zhang ZQ, Zhu QF, Wang GS, Li H, Yao C, Wu BY,
You WD. Gastroscopy follow-up study of premalignant gastric lesions in
senile patients. Shijie Huaren Xiaohua Zazhi 2003;11(9):1279-1281
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Abstract

AIM: To investigate the effects of recombinant adenoviruses
carrying the endostatin-VEGIs; fusion gene Alerapy on
gastric carcinoma in nude mice.

METHODS: Human gastric carcinoma SGC7901 cells (5 10°)
were injected sc into the dorsal midline of nude mice (3
weeks old), and 500 niL (102 TCIDs/L) of recombinant
adenoviruses AdCA13-hENDO-VEGI;s; or AdLacZ was given
respectively sc every other day for ten times. Twenty-four
hours after the last injection, tumor size, inhibition rate,
expression of target gene, proliferating cell nuclear antigen
label index (PCNA LI), apoptotic index (Al), and intratumoral
microvessel density (MVD) were evaluated respectively
after the mice were sacrificed.

RESULTS: Compared with the control group AdLacZ (2 356+
1 140 mm?), the average tumor size of group AdCA13-
hENDO-VEGI,s; was reduced in size(328+156 mm?, F =12.42,
P =0.0125) with an inhibition rate of 86.1 %. The adenoviruses
carriyring the target gene could be expressed in gastric
carcinoma. The PCNA LI of the treated mice (0.13+0.09 %)

was lower than the contol (1.40+0.53 %, F =22.30, P =0.0 033).
The Al was higher in the treated mice (5.09+0.25 %) than
in the control (0.61+0.67 %, F =155.13, P =0.0 001). The
MVD was lower in the treated mice (0.06+£0.03 % ) than in
the control (1.091£0.76 %, F =7.38, P =0.0 348).

CONCLUSION: The recombinant adenovirus carrying fusion
gene of hENDO-VEGI;s; can express the fuion protein in
gastric carcinoma in nude mice and inhibit the tumor growth.

Pan X, Li Z, Zhang M, Wang Y, Pan W, Qi ZT. Therapeutic effect of
endostatin-vascular endothelial growth inhibitor recombinant
adenoviruses on gastric carcinoma in nude mice. Shijie Huaren Xiaohua
Zazhi 2003;11(9):1282-1285
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Abstract

AIM: To study the expression of PKC bl and PKC b2 in
carcinoma tissue, dysplasia and intestinal metaplasia of
early gastric carcinoma.

METHODS: Forty two cases of early gastric carcinoma were
randomly selected from the file of PUMH during 1998-2001.
The expression of PKC b1 and PKC b2 was investigated by
immunohistochemistry method. The staining pattern of PKC
b1 and PKC b2 was compared among carcinoma,dysplasia,
intestinal metaplasia,and normal gastric tissue.

RESULTS: In normal gastric mucosa , PKC bl and PKC b2
were strongly positive in fundic glandular epithelium, but
negative in pyloric and entire surface of mucine-secretion
epithelial cells. PKC b1 showed positive staining not only in
the glandular cells at the neck region and but also in the
follicular center cells of lymphoid tissue. However, PKC b2
was negative in those areas. Most importantly, PKC b1l
demonstrated much stronger staining in carcinoma, dysplasia
and intestinal metaplasia, especially in intestinal carcinoma,
compared to normal gastric mucosa. There was no sig-
nificant difference of PKC b1 positivity between intramucosa
carcinoma and submucosa carcinoma.

CONCLUSION: The expression of PKC b1l may be related
to the proliferation of gastric epithelium. Our findings
strongly indicate that elevated expression of PKC b1l may
be an early event in the pathway of gastric carcinogenesis.

Feng RE, Chen J, Cui QC, Zhan Y, Wang ZY. Expression of PKC b1 and
PKC b2 in early gastric carcinoma. Shijie Huaren Xiaohua Zazhi 2003;
11(9):1286-1289
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Abstract
AIM: To investigate the effect of diallyl disulfide(DADS) on
human gastric cancer MGC803 cell line in vitro.

METHODS: The effect of DADS was confirmed by MTT
assay, cell growth curve analysis, cell viability detection,
clony formation in soft agar and inversion microscopy.

RESULTS: In vitro growth of MGC803 cells was significantly
inhibited by DADS in a dose-dependent manner (P <0.05)
when MGC803 cells were cultured for 96 hours , and at a
higher concentration of 35 mg/L. The inhibiting effect of
DADS displayed a time-dependent manner (P <0.05). Cell
viability decreased from 97.4 % in negative control group
to 80.4 % in treatment group. There was no significance
existed between the two groups (P >0.05), and average
doubling time was delayed from 33.75 h in negative control
group to 84.0 h in treatment group (P <0.05).Clony for-
mation ratio was also decreased from 1.23 % in negative
control group to 0.33% in treatment group (P <0.05). After
treated by DADS, MGC803 cells showed plemorphic and
atypia declining, small size, uniform spindle shape, abun-
dant cytoplasm and smaller nuclei.All these appeared in
20 mL/L DMSO treated MGC803 cells as well as in DADS-
expose cells.

CONCLUSION: The effect of growth inhibition of DADS on
human gastric cancer MGC803 cells in vitro is Signifecant

and exhibits a dose-dependent manner.

Zhang LY, Ling H, Su Q, Song Y, Liang XQ. Inhibitory effect of diallyl
disulfide on human gastric cancer cell line MGC803 in vitro. Shijie
Huaren Xiaohua Zazhi 2003;11(9):1290-1293
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Abstract

AIM: To observe the expression of PTEN protein in gastric
cancer and precancerous lesions, and to investigate the
relationship between PTEN expression and the pathogenesis
of gastric cancer.

METHODS: Normal gastric mucosa,chronic superficial gastritis,
atrophic gastritis without intestinal metaplasia, atrophic
gastritis with intestinal metaplasia, moderate and severe
dysplasia, early and advanced gastric cancer, 60 cases
each group, were selected for PTEN protein expression by
SP immunohistochemistry.

RESULTS: The expression of PTEN encoding product in
normal gastric mucosa was 100 %. For chronic superficial
gastritis, atrophic gastritis without intestinal metaplasia,
atrophic gastritis with intestinal metaplasia, moderate
dysplasia, severe dysplasia, the PTEN protein expression
rate was 98.3 %, 91.6 %, 78.3 %, 75 %, 63.3 %,respectively.
The expression of PTEN protein in early stage and advanced
gastric cancer was 61.7 % and 43.3 % respectively. Among
the 120 cases of gastric cancer, 76 cases were intestinal
type gastric cancer, the PTEN protein expression was 60.5 %,
44 cases were diffuse gastric cancer , the PTEN protein
expression was 38.6 %.

CONCLUSION: The expression of PTEN protein is downregulated

in the process of gastric cancer, PTEN protein can be used
as a maker to evaluate the biological behaviours of gastric
cancer.

Li YL, He XM, Zheng HC, Wu DY, Yang XF, Xin Y, Fu BY. Expression of
PTEN encoding product in malignant lesions of gastric mucosa and its
significance. Shijie Huaren Xiaohua Zazhi 2003;11(9):1294-1296
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Abstract

AIM: To investigate the prognostic factors and the relationship
between clinicopathologic parameters and biological properties
in advanced gastric cancer.

METHODS: In tumor samples from 61 primary advanced
gastric cancer patients with curative resection, following
parameters of sex, age, tumor size, grade of differentiation,
depth of invasion, lymph node metastasis, lymphatics invasion
and TNM stage were evaluated. In addition, DCs infiltration,
PCNA-LI and Al were examined by TUNEL (terminal
deoxynucleotidyl transferase-mediated deoxyuridine triph-
osphate biotin nick end labeling) or immunohistochemical
methods. The prognostic impact of these parameters was
analyzed by univariate and multivariate survival analysis.

RESULTS: PCNA-LI, Al and DCs infiltration were significantly
correlated to lymph node metastasis, TNM stage and differen-
tiation grade. Univariate Kaplan-Meier analysis showed that
depth of invasion, lymph node metastasis, TNM stage,
PCNA-LI and infiltration of DCs had prognostic significances
for survial (Log-rank test, P <0.05), while multivariate Cox
analysis indicated that only tumor size (RR=2.328) and
TNM stage (RR =5.251) were independent prognostic factors
for survival.

CONCLUSION: In advanced gastric cancer, UICC TNM stage
and tumor size are independent prognostic factors, and
infiltration of DCs and proliferation of cancer cells play a
role in the prognostic outcome.

Huang HL, Wu BY, You WD, Shen MS. Prognostic factors and pathology
of advanced gastric cancer. Shijie Huaren Xiaohua Zazhi 2003;11(9):
1297-1301
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Abstract

AIM: To determine the significance of PS2/TFF1 protein
expression in chronic superficial gastritis (CSG), gastric
ulcer (GU),gastric mucosal intestinal metaplasia (IM), gas-
tric mucosal dysplasia and gastric cancer(GC).

METHODS: Pathologic specimens of 121 patients with gas-
tric mucosal diseases and 20 healthy volunteers were
immunostained for PS2/TFF1.

RESULTS: Positive PS2/TFF1 staining was seen throughout
all epithelia with normal gastric mucosas, CSG, GU and in
complete type of intestinal metaplasia (20/21). On the
contrary, 11 of 20 incomplete type of intestinal metaplasia
had positive staining (P <0.01). The expressions of PS2/
TFF1 protein in CSG and GU were significantly higher than
that in control group (P <0.01), while the expressions of
PS2/TFF1 protein in IM,gastric mucosal dysplasia and GC
were obviously lower than that in control group (P <0.01).

CONCLUSION: Our results indicate that PS2/TFF1 may play
an important role in gastric mucosal protection,and loss of
PS2/TFF1 expression may occur as an early event in the
malignant transformation process of intestinal-type tumors.

Li JM, Luo HS, Yao HC. Expression of estrogen inducing gene PS2/
TFF1 in gastric cancer and precancerous lesions. Shijie Huaren Xiaohua
Zazhi 2003;11(9):1302-1305
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Abstract

AIM: To study the association of genetic polymPphisms of
glutathione S-transferase M1 and T1 (GSTM1, GSTT1) with
clinicopathological features of gastric adenocarcinoma
(GAC) and Helicobacter pylPi (Hp) infection.

METHODS: All subjects were unrelated Han people in Hubei
Province of China. Using multiplex PCR, we studied the
genetic polymPphisms of the GSTM1, GSTT1 genes. Hp
infection was determined by IgG antibodies to Hp in stPed
serum samples using enzyme-linked immunosobant assay
and *C urea breath test.

RESULTS: The null genotype fP GSTM1 was mPe signifi-
cantly common in GACs when compared with controls
(c?=5.40, P <0.05), and mPe common in early stage of
GACs when compared with controls too (c?=4.74, P <0.05).
All the differences of the frequency of GSTM1 null genotype
between advanced stage GACs P intestinal type carcinomas
P diffuse type carcinomas and controls did not reach statistical
significance. The null genotype fP GSTT1 was significantly
mPe common among intestinal type GACs when compared
with controls (c?=4.09, P <0.05), but all the differences of
the frequency of GSTT1 null genotype between early stage
GACs P advanced stage GACs P diffuse type carcinomas
and controls did not reach statistical significance. The subjects
carrying both of the null genotypes fP GSTM1 and GSTT1
had mPe than 3.38-fold risk fP developing GAC compared
with the subjects carrying both of the nonull genotypes P

GSTM1 and GSTT1 (adjusted odds ratio, P=3.38,95 % con-
fidence interval, CI=1.58-7.51). The null genotype fP
GSTM1 was mPe significantly common among those pa-
tients with Hp positive GAC compared with Hp positive
controls (c?=6.68, P <0.01).

CONCLUSION: The null genotype fP GSTM1 has an in-
creased risk of GAC, and most tumPs are in early stage
GACs. The null genotype fP GSTT1 is significantly related
to the intestinal type GAC,but not significantly related to
the tumP stage. Subjects carrying both of the null genotypes
fP GSTM1 and GSTT1 have increased risks fP GAC, GSTM1
gene polymPphisms and Hp infection may interact with
each other in the initialization of GAC.

Zhang YC, Deng CS, Zhou Y, Zhu YQ. Association of glutathione S-
transferase M1 and T1 genetic polymorphisms with Helicobacter pylori
infection and gastric adenocarcinoma. Shijie Huaren Xiaohua Zazhi
2003;11(9):1306-1309
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Abstract

AIM: To investigate the role of matrix metalloproteinase-7
(MMP-7) expression in caricinogenesis and progression of
gastric cancer.

METHODS: We studied MMP-7 expression and microvessel
density (MVD) in primary foci of 113 cases of gastric cancer
by streptavidin-biotin-immunoperoxidase method with anti-
MMP-7 and anti-CD34 antibodies. MMP-7 expression and
mean MVD in primary foci were compared with clinico-
pathological features of tumors, and the relationship be-
tween MMP-7 expression and mean microvessel densities
(MVD) in gastric cancer was concerned as well.

RESULTS: MMP-7 showed positive expression in 29.2 %
(33/113) of adjacent mucosa of gastric cancer was less
than that in its primary foci (69.0 %, 78/113) of gastric
cancer. MMP-7 expression in primary foci was closely cor-
related with tumor size, invasive depth, metastasis and
TNM staging of gastric cancer (P <0.05) despite no significant
relationship between its expression and differentiation or
growth pattern (P >0.05). Positive correlation of mean MVD
with tumor size, depth of invasion, metastasis and TNM
staging was found (P <0.05), but no relationship was found
between mean MVD or differentiation of gastric cancer
(P >0.05). Especially, mean MVD was dependent on MMP-7
expression in gastric cancer (P <0.05).

CONCLUSION: MMP-7 is an effective marker to reveal the
biological behaviors of gastric cancer and plays an important

role in carcinogenesis and progression of gastric cancer
by participating in growth, invasion, metastasis and angio-
genesis.

Sun JM, Zheng HC, Yang XF, Xin Y, Zhang YC. Relationship between
expression of matrix metalloproteinase-7 and clinicopathobiological
behaviors of gastric cancer. Shijie Huaren Xiaohua Zazhi 2003;11(9):
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Abstract
AlIM: To investigate the relationship between genetic poly-
morphisms of CYP4502E1 and GSTT1 and gastric cancer.

METHODS: Fifty six patients with histologically confirmed
gastric adenocarcinoma (GC case group) and 56 healthy
persons (control group), matched by age, sex, smoking,
dietary habits and family history of cancer were studied.
Genomic DNA samples were assayed for restriction frag-
ment length polymorphisms in the CYP2E1 by PCR amplifi-
cation followed by digestion with endonuclease Pstl, and
GSTT1 genes were detected by multiplex PCR.

RESULTS: The frequency of CYP2EL C,/ C, genotype was
69.6 % in GC group and 46.4 % in control group, with a
statistically significant difference (c?=6.27; P <0.05,
OR=1.915, 95 % C1=1.051-3.489). The frequency of GSTT1
null genotype was higher in GC group (60.7%) than in
control group (46.4 %), but the difference was not statis-
tically significant (c2=2.30; 0.1<P<0.25,P =1.783,95 %
CI1=0.842-3.777). Furthermore, a joint effect of the CYP2E1
and GSTT1 genotypes on cancer risk was observed. GSTT1
non-null genotype/C,/C, or C,/C, genotype was lower than
that in GC group (c?=6.23; 0.01<P<0.025, P =0.302,95 %
CI1=0.114-0.796). The GSTT1 null genotype/C,/C, genotype
in GC group was significantly higher than that in the other
groups (c?=3.98; P <0.05, P =2.250, 95 % CI=1.007-5.026).

CONCLUSION: CYP2E1 C,/C, genotype is associated with
gastric cancer and individuals who carrry the C, allele have

a higher risk of developing GC than those with the C,/C; or
C,/C, genotype. GSTT; null genotype does not increase
the risk of GC. Combined analysis of polymorphisms has
shown that GSTT1 non-null genotype/C,/C, or C,/C, genotype
is protective factor of GC and GSTT1 null genotype/C,/C,
genotype is a risk factor of GC. That is, individuals with
both GSTT1 null genotype and CYP2E1 C,/C, genotype have
a greater risk of GC.

Ye M, Liu JY, Deng CS. Relationship between xenobiotic-metabolizing
enzyme gene polymorphisms and genetic susceptibility of gastric cancer.
Shijie Huaren Xiaohua Zazhi 2003;11(9):1314-1317
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Abstract

AIM: To find difference in gene expression pedigree of
gastric carcinoma tissue and different syndrome, and its
significance in the exploration of the syndrome typ and
diagnosisof gastric carcinoma, with gene diagnosis as well
as the use of drugs in its treatment.

METHODS: The gene expression in two TCM syndrome
types of gastric carcinoma due to internal stagnancy of
pathogenic heat and stagnancy of qi and blood stasis,
respectively, including 4 human gastric carcinoma tissues
and normal embryo stomach tissue, was analyzed by using
4096 pieces of human full-length genic CDNA expression
CMOS chip technology.

RESULTS: The gene expression in the two TCM syndrome
types of gastric carcinoma was decreased in their immune
associated genes, but increased in cancer-associated
genes. Gene expression in the interior stagnancy of toxic
heat showed that the body resistance was not weakened,
suggesting that there was no deficiency of gi and stagnancy
of blood stasis

CONCLUSION: The change in gene expression of gastric
cancer is identical, but the gene expression spectrum is
different in different types of TCM syndromes.

Liu Y, Li JJ, Zhu WF, Liu P. Gastric cancer related gene expression
spectrum in disease pattern of traditional Chinese medicine. Shijie
Huaren Xiaohua Zazhi 2003;11(9):1318-1321
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Abstract
AlIM: To investigate the special anti-H22 hepatocellular
carcinoma growth effect of the MUC1 gene immunization.

METHODS: Balb/c mice were immunized intramuscularly
with 100 mg MUC1 cDNA 3 times at 3-weekly intervals.
Three weeks after the last immunization, tumor challenge
experiments were performed by using MUC1 expressing
tumor cell line H22. Tumor growth inhibition and body protection
were observed two weeks later. After 43d of challenge
experiments, all mice were killed and tumors were weighed.
Histological analysis of tumor tissue was carried out with
HE staining.

RESULTS: After 43 d of challenge experiments, the volumes
of H22 hepatocellular carcinoma in MUC1cDNA, pcDNA3.1
(+) and NS groups were 54759 mm?, 1 185+84 mm?® and
1 220495 mm?3 (P <0.01), respectively. The average mass
of H22 hepatocellular carcinoma in the three groups was
1.87+0.96 g, 4.19+1.34 g and 4.23+1.32 g (P <0.01),
respectively . Tumorigenic rate was only 50 % in MUC1cDNA
group, and was 100 % in pcDNA3.1(+) and NS group. H22

hepatocellular carcinoma growth in mice of MUC1cDNA
group was significantly suppressed (P <0.01), and a significant
body protective effect was found in mice of MUC1cDNA
group (P <0.05), compared with control group. Histological
analysis showed that the H22 hepatocellular carcinoma
tissues were markedly necrosed in mice of MUC1cDNA
group compared with that in control group.

CONCLUSION: MUC1 gene immunization can significantly
suppress H22 hepatocellular carcinoma growth.

Yuan SF, Wang L, Li KZ, Yan Z, Han W, Zhang YQ. Inhibitory effect of
MUC1 gene immunization on H22 hepatocellular carcinoma growth.
Shijie Huaren Xiaohua Zazhi 2003;11(9):1322-1325
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Abstract
AIM: To study the expression of hsMAD2 in primary human
hepatocellular carcinoma(HCC) tissues and its significance.

METHODS: The expression of hsMAD2 was detected with
immunohistochemical SABC method in 39 cases of HCC
tissue and 26 cases of liver cirrhosis tissue and 3 cases of
HCC cell lines, and the relationship between HCC patho-
logical grade and hsMAD2 expression rate was analyzed.

RESULTS: Fifty nine percent (23/39) of HCC tissues ex-
pressed hsMAD2, the positive rate was 100 % (15/15) in
non-tumor liver cells adjacent to HCC and 92 % (24/26) in
cirrhosis tissues. No expression was found in 3 cases of
HCC cell lines. There was no significant difference between
pathological grade and expression rate of hsMAD2.However,
there was a significant difference of expression of hsMAD2
between HCC tissues and cancerous tissues arrounding
liver tissues (c?=6.888, P <0.01) and liver cirrhosis tissues
(c?>=8.656, P <0.01).

CONCLUSION: Expression rate of hsmad?2 in HCC decreases
significantly compared to surrounding liver tissues and liver
cirrhosis tissues. hsMAD?2 is possibly related to early patho-
genesis of HCC.

Li QL, Wang WL, Zhang XH, Yan W. Expression of hsMAD2 in Human
Hepatocellular carcinoma and its significance. Shijie Huaren Xiaohua
Zazhi 2003;11(9):1326-1328
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Abstract

AIM: To induce apoptosis of human cultured hepatocellular
carcinoma (HCC) cell line SMMC-7721 by GnRH-analog
alarelin, and to provide the experimental evidence for GnRH-A
in endocrinotherapy of HCC.

METHODS: MTT assay, transmission electron microscopy
and DNA end labeling method were used to identify apoptosis
of cultured human hepatocellular carcinoma cells treated
by alarelin.

RESULTS: SMMC-7721 cell line was induced by alarelin in
10°* mol/L concentration. The induction of apoptosis was
dose-effect dependent. Under electron microscopy we
could identify the earlier and later stage of apoptotic cells,
and chromatin condensation, as well as apoptosis body
formation. DNA end labeling method showed that alarelin
could induce apoptosis of HCC cells (0.29+0.06 vs 0.11+0.03),
and their apoptosis body formations were observed. Compared
with control group, the TUNEL index was increased significantly

in alarelin treated groups (P <0.05).

CONCLUSION: GnRH-analog alarelin can induce apoptosis
of cultured human HCC cell line SMMC-7721, and it plays
a potential role in the treatment of human HCC.

Liu QY, Dou KF, Zhang JS, Sun L, Huang LY, Zhang YQ. Gonadotropin
hormone-releasing hormone analog induces apoptosis in human
hepatocarcinoma cell in vitro. Shijie Huaren Xiaohua Zazhi 2003;11
(9):1329-1332

GnRH
SMMC-7721 s GnRH
MTT .
SMMC-7721
MTT 10°mol/L
7721 s -
TUNEL (0.29 £ 0.06 vs
0.11 + 0.03, P <0.05).
:GnRH SMMC-
7721 s GnRH
. GnRH

. 2003;11(9):1329-1332
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Abstract
AIM: To investigate whether bFGF regulates p21“! ex-
pression of Bel-7402 cell line via PI3K/PKB pathway.

METHODS: 3P incorporation assay. The expression of p21*1-
MRNA was assessed by RT-PCR. The expression of p21v+!
protein was detected by Western blot. Cell cycle analysis
was performed on a FACScan.

RESULTS: Both membrane and cytosol activity of PKB in
Bel-7402 cell which were treated with bFGF (25 ng/L)
reached the peak at 10 min. p21**! mRNA level was
upregulated and peaked at 1 h (5.5 fold induction).
Correspondingly, p21*~1 expression was increased and
peaked at 2 h (2.2 folds of reduction). Wortmannin efficiently
inhibited the activity of PKB (P <0.05), but not the level of
p21**1 mRNA and the expression of p21~! protein. FCM
analysis showed bFGF induced S-phase entry (0.14+0.01 —
0.28+0.01, P <0.01), which was inhibited by wortmannin
effectively (0.28+0.01 — 0.22+0.01, P <0.01).

CONCLUSION:bFGF stimulates the proliferation of Bel-7402
cell line via PISK/PKB pathway, and modulates p21*! ex-
pression through separating signaling pathways.

Yu HY, Sun LP, Sun LG, Ding XH. Effect of basic fibroblast growth factor
on growth regulation in Bel-7402 cell line. Shijie Huaren Xiaohua
Zazhi 2003;11(9):1333-1336
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PKB . p21"mRNA 1h ,
55 . p2lwt 2h ,
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. ,bFGF
Gl (0.65 + 0.01—0.49 + 0.02,
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Life-Technology
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1.2
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Abstract

AIM: To observe the therapeutic efficacy of 5-FU bletilla
striata microspheres inFUsed through hepatic artery against
rabbit VX2 transplanted hepatoma.

METHODS: Fifty rabbits bearing VX2 transplanted hepatoma
were randomly divided into five groups (n =10). Normal
saline 1 mL, 5-Fu solutions 1 mL, ultr-liquor-lipiodol 0.3-0.4 mL
and 5-Fu solutions 1 mL, 100 g/L Bletillaolloid 0.4 mL and 5-Fu
solutions 1 mL, 5 FU-bletilla striate microspheres 10 mg/kg
were infused though hepatic artery respectively. The tumor
growth rates, necrosis rates and hepatic function were
compared among the 5 groups.

RESULTS: 5-FU bletilla striata microspheres had a very good
vessel embolization function. In 5FU-bletilla striata
microspheres group, the tumor was significantly inhibited,
tumor growth rate was lower than tant in the control group
(P <0.01) and the lipiodol group (P <0.05). Tumor necrosis
grades were also more higher compared with to the other
4 groups. Complete necrosis was found in 2 of 10 rabbits
in 5FU-bletilla striata microspheres group, which was more
severe than that in the lipiodol group and bletillaolloid
group. But the damage of normal liver tissues was also
more serious.

CONCLUSION: 5-FU bletilla striata microsphere is a safe

and effective peripheral embolization agent.

Li X, Feng GS, Zhen CS, Liu X, Kong J. Therapeutic efficacy of 5-FU
bletilla striata microspheres infused through hepatic artery against rabbit
VX2 transplanted hepatoma. Shijie Huaren Xiaohua Zazhi 2003;11
(9):1337-1340
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Abstract

AIM: To construct sense and antisense KAI1 expression
plasmids and to explore their effects on KAI1 protein expression
in MHCC97-H hepatocellular carcinoma cells with high
metastatic potential.

METHODS: Sense and antisense KAI1 expression plasmids
were constructed using subclone technique and transfected
into MHCC97-H cells by DOTAP liposome system. KAI1 protein
expression in transfected MHCC97-H cells was analyzed
with immunocytochemical SP method.

RESULTS: Analysis of restriction endonuclease indicated
the structure of two recombinants was consistent with the
expected results of sense and antisense KAI1 expression
plasmids. Compared with MHCC97-H cells, KAI1 protein
staining in the MHCC97-H-S cells transfected with sense
KAI1 expression plasmid was obviously enhanced(Integra
Oculus Dehter ,I0D 20.127+5.099 vs 12.675+1.921,P <0.05).
However, KAIL expression in the MHCC97-H-AS cells trans-
fected with KAI1 antisense gene was obviously weakened
(10D 8.681+2.472 vs 12.675+1.921, P <0.05).

CONCLUSION: We successfully constructed sense and
antisense KAI1 expression plasmids. Sense KAI1 gene can
upregulate the expression of KAI1 protein in MHCC97-H

cells. On the other hand, antisense KAI1 gene can
downregulate the expression of KAI1 protein in MHCC97-H
cells.

Si SH, Yang JM, Luo YH, Fang DC, Zhou P. Effects of KAI1 gene on
KAI1 protein expression in MHCC97-H hepatocellular carcinoma cells
with high metastatic potential. Shijie Huaren Xiaohua Zazhi 2003;11
(9):1341-1344
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Abstract
AIM: To observe the differentiation in hepatocellular carci-
noma cell line induced by Chinese medicine recipe Weichangan.

METHODS: Weichangan, contrasted by the retinoic acid and
distilled water, was made by using serum pharmacological
method. The inhibition on the growth of SMMC-7721 cell
line by Weichangan was observed through the method of
MTT and Alamar Blue. Radioimmunoassay was applied to
determine the concentration of a-fetoprotein and albumin
secreted by the incubated cells. Western blot method was
used to detect the mutant p53, p16 and p21 protein expression
in SMMC-7721 cell line.

RESULTS: MTT assay showed both Weichangan and serum
retinoic acid had inhibiting effect on the proliferation of
human hepatocellular carcinoma SMMC-7721 cell line.
Weichangan reached its maximal inhibition effect after 48
hours, while the effect of retinoic acid decreased gradually
after 48 hours. Alamar Blue method showed that significant
decrease was found in serum Weihangan after 16 hours
compared with that in the control. After 32 hours, the decrease
induced by Alamar Blue was more significant than that in
cells incubated with serum Weichangan compared with
those incubated in serum retinoic acid, indicating the gradual
and durable action of Weichangan recipe. The decreased

amount (11.4+1.4 ng/L vs 17.2+1.1 ny/L, P =0.036) of a-
fetoprotein and increased amount (0.40+0.02 mg/L vs
0.29+0.01 mg/L, P =0.043) of albumin were found in the
cells incubated in serum Weichangan. Western blot method
showed decreased expression of p53 protein and increased
expression of p16 and p21 protein in cells incubated in
serum Weichangan.

CONCLUSION: The results suggest that Weichangan inhibits
the growth of SMMC-7721 cell line and induces the differen-
tiation in this hepatocellular carcinoma cell line. The effect
on p53, p16 and p21 may be the mechanisms of Weichangan
in inducing the differentiation of this cell lines.

Zhao HL, Liu C, Zhao AG. Differentiation of hepatocellular carcinoma
SMMC-7721 cell line induced by Chinese medicine recipe Weichangan.
Shijie Huaren Xiaohua Zazhi 2003;11(9):1345-1348
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Abstract

AIM: To study the association of mutations of hepatitis B
virus(HBV) X gene with hepatocellular carcinoma(HCC).

METHODS: The complete X region of HBV from the serum
of 5 patients with HCC and 12 patients with chronic hepatitis
B (CH) was amplified by PCR and then the purified PCR
products were sequenced.

RESULTS: A comparison of 492bp nucleotide sequence of
the HBV X gene from 5 HCC patients with that of the several
previously reported isolates of different serotype in Genebank
showed that the nucleotide homology was 89-96 % and
most of the strains were similar to serotype adw. The
number of nucleotide changes in the X gene of HBV from
HCC group (19.4£12.1) was significantly greater than that
from the CH group (4.4+2.4, P =0.00 093).There were 4
models of substitutions in X gene and 6 hot spots found in
HCC group and 12 hot spots found in HCC group.

CONCLUSION: The mutations of HBV X gene may be closely
associated with the development of HCC.

Dai ZY, Xu QH, Li G, Ma HH, Tang ZH, Shu X, Yao JL. Study on X gene

mutation of hepatitis B virus from patients with hepatocellular
carcinoma. Shijie Huaren Xiaohua Zazhi 2003;11(9):1349-1352
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Abstract

AIM: To probe the anti-cancer effect of ultrasound-guided
local injection with Chinese traditional medicine “Star-99”
in the treatment of hepatocellular carcinoma (HCC).

METHODS: Twenty-eight human hepatocellular carcinoma
SMMC-7721 transplantation nude mice were randomly divided
into Star-99 group containing (14 patterns), ethanol group
(7 patients) and saline group (7 patterns ). Ten days after
transplantation, the medicine was injected into the tumors
of all the nude mice every 5 days. On day 20 after the first
injection, the nude mice were killed. Immunohistochemistry
assay was adopted to detect the expression of Ki-67 antigen
in HCC. The tumor tissues were sent for flow cytometry
(FCM) and DNA analysis. Apoptotic cells were visualized
by TUNEL assay. All the experiments were carried out under
double blind.

RESULTS: The Ki-67 Labeling index in Star-99 group (179 %)
and ethanol group (21+11 %) was significantly lower than
that in saline group (32+13 %) (P <0.05). The mean
apoptotic index (Al: percentage of TUNEL signal positive
cells) in Star-99 group (4915 %) was significantly higher
than that in ethanol group (122 %) and the saline group
(10+4 %) (P <0.01). FCM and DNA analysis showed that
the appearance rate of the apoptosis peak in Srar-99 group

was 93 %, markedly higher than that in ethanol group (14 %)
and saline group (0 %) (P <0.01).

CONCLUSION: Star-99 can inhibit cancer cells proliferation
remarkably and induce the cancer cell apoptosis. It has
strong effects of inhibiting and destructing cancer cells.
Its curative effect is as good as the ethanol. Its major
mechanisms can be as follows: (1) It can inhibit cancer
cell proliferation. (2) It can induce cancer cell apoptosis.
The mechanism of Star-99 is different from that of ethanol.
The mechanisms of inhibiting cancer cell proliferation and
inducing cell apoptosis is of great significance. This study
will provide a new pathway for drug administration and
an experimental basis for the treatment of HCC with tradi-
tional Chinese herbal. The study of Star-99 in the treat-
ment of tumor is of profound significance and has good
prospects.

Lin XD, Lin LW, He YM, Gao SD, Yang FD, Xue ES. Apoptosis and
proliferation of hepatocellular carcinoma in nude mice with percutane-
ous intratumor injection of Chinese herbal medicine “ Star-99”. Shijie
Huaren Xiaohua Zazhi 2003;11(9):1353-1356
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Abstract

AlIM: To establish an apoptotic model induced by hydroxya-
patite (HAP) nanoparticles in human hepatoma cell line in
vitro in order to explore the mechanism of nanoparticles-
induced apoptosis.

METHODS: The selected human hepatoma cell line BEL-7402
was treated with HAP nanoparticles at different concentra-
tions and for various durations of time. Growth suppression
was evaluated by MTT method. Apoptosis-related alterations
in morphology and biochemistry were ascertained under
cytochemical staining (Hoechst 33 258), transmission electron
microscopy (TEM), and DNA agarose gel electrophoresis.
Flow cytometry (FCM) was used to investigate the apoptotic
rate.

RESULTS: HAP nanoparticles inhibited the growth of hepatoma
cells in a dose and time-dependent manner. After BEL-7402
cells were treated with 50-200 mg/L HAP nanoparticles
for 48 h, apoptosis with nuclear chromatin condensation
and fragmentation as well as cell shrinkage were observed
using fluorescent staining and TEM. DNA ladder could be
demonstrated on DNA electrophoresis. By FCM analysis,
the apoptotic rates at concentrations of 0 mg/L, 50 mg/L,
75 mg/L, 100 mg/L, 150 mg/L, 200 mg/L were 2.2 %, 20.3 %,
25.3 %, 29.8 %, 45.1 % and 53.1 %, respectively. Cell
apoptosis began approximately at 12h after administration
of 50 mg/L and peaked at 48 h following treatment. The
rates at 12, 24, 36, and 48 h were 2.7 %, 3.5 %, 6.3 %,
and 21.4 %, respectively.

CONCLUSION: HAP nanoparticles not only inhibit prolif-
eration but also induce apoptosis of human hepatoma cell
line BEL-7402 in vitro. The successful establishment of this
model will help further explore the molecular mechanism
of hepatoma cells apoptosis.

Liu ZS, Tang SL, Ai ZL, Sun Q, Qian Q, He YM, Zhu ZC. Establishment
of apoptotic model induced by hydroxyapatite nanoparticles in human
hepatoma cell line BEL-7402. Shijie Huaren Xiaohua Zazhi 2003;11
(9):1357-1361
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Abstract

AIM: To analyze the relationship between expressions of
b-catenin and cyclin D1 and formation of portal vein tumor
thrombus and clinical pathologic parameters.

METHODS: b-catenin and Cyclin D1 were tested in primary
liver cancer, tumor thrombus and paracancer tissue in 32
cases of hepatic carcinoma with immunohistochemistry.
Their effect on clinic pathologic parameters was also discussed.

RESULTS: The positive rates of b-catenin expression in
primary liver cancer, tumor thrombus and paracancer tissue
were 62.5 %, 81.25 %, and 9.38 %, respectively. The positive
rates of b-catenin expression were also correlated with tumor
thrombus, HBV infection and liver cirrhosis. The positive
rates of cyclin D1 expression in primary liver cancer, tumor
thrombus and paracancer tissue were 46.9 %, 75 %, and
18.8 %, respectively. It was also correlated with tumor
thrombus, cell classification and differentiation. There were
obvious differences among three groups in expression of
b-catenin and cyclin D1.

CONCLUSION: b-catenin and cyclin D1 are helpful for ini-
tiation and progression of tumor thrombus and play an
important role in the course of liver cirrhosis and HBV
infection. Cyclin D1 influences tumor classification and

differentiation.
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Abstract

AIM: To estimate the immune responses of dendritic cells
after loaded with apoptotic hepatocellular carcinoma cells.

METHODS: IApoptosis of hepatocellular carcinoma cells
(HCCs) was induced with actinomycin-D. Interactions of
DCs and apoptotic HCCs were observed under transmission
electron microscope. Growth inhibition test of DC against
HCC lines was also performed.

RESULTS: After stimulated by apoptotic HCCs pulsed DCs,
the culture medium of primed lymphocytes contained a a
high level of Thl cytokines IL-12 and TNF. Lymphocytes
primed by apoptotic HCCs pulsed DC were not only specific
lysis HCC lines but also K562 cells, and showed a charac-
teristic of NK cells. DCs inhibited the growth of human HCC
lines and other cancer cells.

CONCLUSION: Apoptotic HCCs pulsed DCs have a potential
prospect in research and treatment in primary hepato-
cellular carcinoma.
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Abstract
AlIM: To observe the role of TRAIL in inducing apoptosis of
SMMC-7721 cells.

METHODS: The survival fraction of SMMC-7721 cells was
measured by MTT assay; Apoptosis rate was determined
by TUNEL method and the ultramicrostructure of apoptosic
cells induced by TRAIL was observed by electron-microscopy.

RESULTS: The role of TRAIL in survival fraction and apoptosis
rate demonstrated a good relationship and the typic structure
of apoptosic cells was foud in some cells treated by TRAIL.

CONCLUSION: TRAIL can induce apoptosis in SMMC-7721
cells.

Li XA, Fang DC, Si PR, Zhang RG, Yang LQ, Qing JP. Role of TRAIL in
inducing apoptosis of SMMC-7721 cells. Shijie Huaren Xiachua Zazhi
2003;11(9):1369-1371
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Abstract

AlIM: To study quantitatively the ultrastructure characteristics
and the change order of mitochondrion in colorectal carcinoma,
colorectal adenoma and normal colorectal mucosa with
stereological methods. Moreover their major approaches
of energy metabolism.were clarified.

METHODS: The specimens of 8 colorectal adenocarcinomas,
8 colorectal adenomas and 8 normal colorectal mucosae
were obtained from the surgical resections and colonoscopy.
Photographs were randomly taken in transmission electron-
microscope according to stereology, and then the parameters
were calculated in mitochondrion in glandulose epithelia
cells involving volume density (Vv), surface density (Sv),
numerical density (Nv), mean free distance of components
(1), form factor PE (PE), improved form factor PE (pe),
regular form factor (RFF), average volume (v) and average
surface area (s) refering in cytoplasma. Their difference.
was compared.

RESULTS: The comparison between colorectal adenocarcinoma,
colorectal adenoma and normal colorectal mucosa at the
mitochondrion was performed to reveal the significances
in Sv,Nv,pe,REF (The value of F-test was 0.0 438,0.0 184,
0.0 488, 0.0 114, respectively, P <0.05).

CONCLUSION: The hyperplasia in the mitochondrion of
colorectal adenoma is evidently. The amount is decreased
in the mitochondrion of colorectal adenocarcinoma.

Wu ZR, Shen H. Quantitative ultrastructure of mitochondrion in colorectal
carcinoma. Shijie Huaren Xiaohua Zazhi 2003;11(9):1372-1374

2003
° COLORECTAL CANCER *
8 . 8 .
8 )
(W), (Sv). (Nv), (M)
(PE). (pe)- (RFF).
v) OR
. N b SV’
Nv, pe, REF (F 0.0 438,
0.0 184, 0.0 488, 0.0 114, P <0.05).
2003;1’1(9):]:372—1374
http://www.wjgnet.com/1009-3079/11/1372.asp
0
(1-3]
, 8 .
1
11
8 ,
, R “
3-5 , LKB-V
, 2 .
1.2 JEM1200-EX N

10 ) 20



1373

, 80 , 160 , pe, RFF (P <0.05);
8000 , , PE, pe, RFF
) (P <0.05), ( 1.
(5]
Imagepro ,
AGFA DuoScan HiD ,
u
; (Vv).
(Sv). (N (Nv) . (v)
(s); : N
(PE).
(pe= 1/PE x 1.064) (RFF) &,
(
, 1991: 64), ],
SPSS10.0 ,
LSD-t , P<0.05
2
1); ,
( 2.Vv, Sv Nv ,
Sv. Nv (P <0.05), Vv
(P = 0.087); A 2
, (P =0.054); v, s
, 3
(P >0.05); , Vv, Sv N
(P <0.05), N Nv , fo. 1]
(P <0.05),
v, s ,
:PE RFF , pe [12-26]
1 . (X%£8)
p
@ @ ®)
W)@Er D)y @)@y )3y
Wy 0.0273:0.0188  0.0535:0.0244  0.04070.0 216 0.08 743 0.029 0.229 0.265
Sv -t 0.3063+0.2048  0.6761+0.3231  0.5637+0.2861 0.0 438 0.017 0.074 0.436
[ nm 17.053£9.1898 8.1 765£7.193 8.9 31745.4 593 0.0538 0.032 0.041 0.847
Nv mn®  0.2492+0.1566  0.6316+0.3405 0.6 056+0.2877 0.0 184 0.012 0.015 0.853
v mme 0.1 2030.0 747 0.0960.042 0.0 6790.0 986 0.138 0.361 0.05 0.291
s m? 12925405058 11518402977  0.9335:0.0893 0.137 0.44 0.05 0.235
PE 0.814+0.1101 0821101187  0.8235£0.1079 0.0 612 0.095 0.018 0.441
pe 1.183140.2239  1.1788+0.2 495 1.167+0.204 0.0 488 0.617 0.045 0.052
RFF 0.9 2810.0 389 0.931+0.0394 0.9 323:0.0 377 0.0 114 0.052 0.003 0.234
a . b LSD-t



1374 ISSN 1009-3079 CN 14-1260/R 2003 9 15 11 9
5 . . 1991;6:33
’ 6 Van Hensbergen Y, Luykx-de Bakker SA, Heideman DA, Meijer
’ ’ ’ ’ GA, Pinedo HM, van Diest PJ. Rapid stereology based quan-
, , [2r. 28 titative immunohistochemistry of dendritic cells in lymph
nodes: a methodological study. Anal Cell Pathol 2001;22:143-149
’ 7 ,
1999;4:102-105
8 , .
’ ’ 1999;4:219-225
’ 9 Shen H. Regular form factor. A new concept and calculating
N method for quantitative form description. Anal Quant Cytol
PE RFF 0 Histol 2000;22:453-458
, pe pe. RFF , 1999;10:5-8
11 , .
1995;18:686-689
’ 12 ,
y 1998;3:114-120
P =0.05. 13  Mariuzzi GM, Collan YU. Some reflections on the history, and
’ presence of quantitative pathology. Pathologica 1995;87:215 -220
s s 14  Glaser JR, Glaser EM. Stereology, morphometry, and mapping:
DY , the whole is greater than the sum of its parts. J Chem Neuroanat
2000;20:115-126
’ 15 ,
s s A 2001;10:0936-0938
16 , , .
’ 2001;22:1599-1602
s 17 , , ,
2002;
7:36-48
> 18 Nyengaard JR. Stereologic methods and their application in
s s kidney research. J Am Soc Nephrol 1999;10:1100 -1123
19 Geuna S. Appreciating the difference between design-based
A and model-based sampling strategies in quantitative morphology
of the nervous system. J Comp Neurol 2000;427:333-339
20  Meijer GA, Meuwissen SG, Baak JP. Classification of colorectal
’ adenomas with quantitative pathology. Evaluation of
’ : morphometry, stereology, mitotic counts and syntactic struc-
(29, 301 ture analysis. Anal Cell Pathol 1995;9:311-323
21  GilJ, Wu H, Wang BY. Image analysis and morphometry in
’ the diagnosis of breast cancer. Microsc Res Tech 2002;59:109-118
22 Zaitoun AM, Al Mardini H, Awad S, Ukabam S, Makadisi S,
Record CO. Quantitative assessment of fibrosis and steatosis
' ’ in liver biopsies from patients with chronic hepatitis C. J Clin
Pathol 2001;54:461-465
23 Ikeguchi M, Cai J, Oka S, Gomyou Y, Tsujitani S, Maeta M,
Kaibara N. Nuclear profiles of cancer cells reveal the meta-
’ ( A ) ’ static potential of gastric cancer. J Pathol 2000;192:19-25
s 24  Howard CV. Quantitative microscopy in studies of intrauter-
ine growth retardation. J Pathol 1997;183:129-130
25 Ishikawa F, Saito N, Koda K, Takiguchi N, Oda K, Suzuki M,
Nunomura M, Sarashina H, Miyazaki M. Nuclear morpho-
metric analysis of T2 lesions of the rectum-a simple, repro-
ducible method for predicting malignancy potential. Am J
Surg 2002;183:686-691
Yi PY, Yang GH, Tan YS. Nuclear morphometric analysis of 26 Donois E, del Marmol V, Taieb A, Ghanem G, Surleve-Bazeille
colorectal adenocarcinoma and its clinicopathologic JE. Quantification of eumelanin and pheomelanin: stereologic
significance. Zhonghua Binglixue Zazhi 1994;23:141-143 image analysis method. Anal Quant Cytol Histol 1998;20:275-287
Ikeguchi M, Sakatani T, Endo K, Makino M, Kaibara N. Com- 27 , , , , ,
puterized nuclear morphometry is a useful technique for 1989:4:84-86
evaluating the high metastatic potential of colorectal 28 , , .
adenocarcinoma. Cancer 1999:86:1944-1951 1985:7:271-273
Carson HJ, Buschmann RJ, Cintron J, Weisz-Carrington P. 29 , , , .
Prognostic histomorphometry in colorectal adenocarcinoma. 1995:22:218-221
Anal Quant Cytol Histol 1995;17:109-112 30

2000;5:5

- . 1987;7:
155-157



P.O.Box 2345 Beijing 100023, China
Fax: +86-10-85381893

World Chin J Digestol 2003 September;11(9):1375-1377
ISSN 1009-3079 CN 14-1260/R

Email: wcjd@wjgnet.com www.wjgnet.com 2003
. COLORECTAL CANCER
150040
150040
,1951-03-05 , , 1978 IL-4 IL-2 A-NK , A-NK
, N0.39270765
, N0.G00C190401
» 150040, 150 : IL-2 IL-4 A-NK ,
. hljwzh@163.com
: 0451-2620314 : 0451-6665003 LDH-L , A-NK
: 2002-12-10 : 2002-12-26
IL-4 enhances antitumor effect of IL-2 J1L-2 IL-2 IL-4 A-NK ,
induced A-NK Cells on human colon , LDH-L A-NK
carcinoma K562, Anip973 CC95 (39.00£9.16 vs

Zhi-Hua Wang, Bao-Zhong Shen, Li Shi

Zhi-Hua Wang, Li Shi, Cancer Research Institute, Harbin Medical
University, Harbin 150040, Heilongjiang Province, China

Bao-Zhong Shen, The Third Collegeof Clinical Mediccine, Harbin Medical
University, Harbin 150040, Heilongjiang Province, China

Supported by the National Natural Science Foundation of China, No.
39270765 and the Key Programs of Foundation of Heilongjiang
Province, No.G00C190401

Correspondence to: Dr Zhi-HuaWang, Cancer Research Institute, Harbin
Medical University, 150 Haping Road, Harbin 150040, Heilongjiang
Province, China. hljwzh@163.com

Received: 2002-12-10 Accepted: 2002-12-26

Abstract

AIM: Using IL-4 combined with IL-2 to induce A-NK cells
and to evaluate the cytotoxicity of A-NK cells and its inhibiting
effect on colon tumor growth.

METHODS: The A-NK cells were activated with recombinant
lymphokine 1L-2 combined IL-4, the cytotoxicity of the effector
cells was determined by LDH-L release assay. Its antitumor
effect was investigated through growth inhibiting of human
colon carcinoma cells in nude mice.

RESULTS: IL-2 alone or combined with IL-4 could induce
the activity of A-NK cells successively which could kill K562,
Anip973 and CC95 tumor cells in vitro by LDH-L release
assay (39.00 + 9.16 vs 77.68 = 12.80, 43.10 + 10.05 vs
80.02 + 13.74, 42.14 + 9.72 vs 79.10 +£12.65, P <0.01)
and inhibit the growth of human colon carcinoma cells in
nude mice (1.04 + 0.15 vs 0.62 + 0.16, P <0.01).The results
suggested that there was expression of IL-4 receptor on
the surface of A-NK cells.

CONCLUSION: IL-4 can enhance the antitumor activity of
IL-2 induced A-NK cells. The method may have some potential

application value in human cancer treatment.
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Abstract
AlIM: To screen and identify the human colorectal carcinoma
associated antigen genes.

METHODS: Three human colorectal carcinoma cDNA phage
expression libraries were constructed. They were screened
from autologous and allogeneic sera of colorectal cancer
patients by SEREX (serological identification of antigens by
recombinant expression cloning). The sera were pre-absorbed
by the extract E. coli XL1-blue. Four different serum-reactive
cDNA clones were isolated by immunoscreening from a
colon cancer-derived cDNA expression library. Positive
clones were amplified by plate culture, the purified lambda
phage DNA was cut by Sfi [ restriction endonucleases
and amplified with PCR in order to identify the insert size
of cDNA by electrophresis.

RESULTS: Three cDNA phage expression libraries were
constructed. The titer of library was 2.39x108 nfu/L, 2.07x
108 nfu/L and 1.86x10° nfu/L respectively, The range of
the fragment length of exogenously inserted cDNA was between
0.5-4 kb, the average was 1.4 kb, 1.6 kb and 1.3 kb,
respectively. Four gene clones were obtained by SEREX
screening, the length of their insert fragments was 2.4 kb,
1.8 kb, 2.3 kb and 2.2 kb, respectively.

CONCLUSION: To screen and identify human colorectal
carcinoma cDNA phage expression libraries by SEREX is a

useful method to search for human colorectal carcinoma
associated antigen genes. It is important for early diagnosis
and research of recombinant vaccine for colorectal cancer.

Liu YH, Zhang ZS, Zhong D, Wu JB, Dan HL, Lai ZS, Wang YD, Zhang YL,
Xiao B.Screening of human colorectal carcinoma associated antigen
genes by SEREX. Shijie Huaren Xiaohua Zazhi 2003;11(9):1378-1381
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Abstract

AIM: To explore CD44v6 expression and DNA content and
the ir significance in the progress of rectal cancer.

METHODS: In 40 cases of rectal cancer and 10 cases of
normal intestinal tissues, CD44v6 expression and DNA content
were detected simultaneously by flow cytometry.

RESULTS: The CD44v6 expression and DNA content in rectal
cancer were significantly higher than those in normal tissue
(70 % vs 0 %, 1.11+0.6 vs 0.9+0.65, P <0.01). The positive
expression of CD44v6 was closely related to the depth of
invasion (0 % vs 50 % vs 80 % vs 100 %, P <0.05) lymphnode
metastasis (93.3 % vs 56.0 %, P <0.05) and Dukes stage
(56.0 % vs 93.3 %, P <0.05). The DNA aneuploidy in cancer
was also related to lymph node metastasis (100 % vs 68 %,
P <0.05) and Duke’s stage (68 % vs 100 %, P <0.05). The
expression of CD44v6 did not show any correlation with
DNA ploidy of tumor cells (85.7 % vs 68.7 %, P >0.05).

CONCLUSION: The abnormal expression of CD44v6 and
DNA aneuploidy plays an important role in the development,
invasion and metastasis of rectal cancer. The detection of
CD44v6 and DNA content simultaneously may serve as a
useful indicator to predict progress of tumor and lymph
node metastasis.

Ding ZJ, Shan JX, Du SY. Simultaneous detection of CD44v6 expres-
sion and DNA content in rectal cancer and its clinical significance.
Shijie Huaren Xiaohua Zazhi 2003;11(9):1382-1384
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Abstract

AIM: To investigate the killing effect of cytosine deami-
nase/5-fluorocytosine on colorectal carcinoma when com-
bined with gastrin receptor antagonist.

METHODS: Plasmid G1CEACDNa was transferred into the
LoVo cell line using liposomes method. The growth curve
of cells was observed when cultured with 5-FC (1 mmol/L)
or/and CI1-988 (1" 10®*mmol/L) in RPMI-1 640+100 ml/L
fatal bovine serum. The killing efficiency was measured
by MTT method. The submicroscopic structure of cells was
observed by electron microscope, apoptosis was verified
by a flow cytometer . CD*LoVo cells were were. inoculated
s.c. in athymic nude mice followed by 5-fluorocysine or/
and C1-988 treatment for 20 d. these nude mice were killed
with their tumor weight determined. Then tumor tissue
was stained with hematoxylin and eosin, the submicroscopic
structure of cells was observed by electron microscope.

RESULTS: After treated with 5-FC or C1-988,the inhibition
rate of CD* LoVo cells was 90 % and 50 %, respectively.
When c these two reagents were used in combination, the
inhibition rate was 40 % and 97 % on 3 d and 6 d, respectively.
By MTT method, combination of CD/5-FC and CI-988 possessed
superior killing effect in comparison to single therapy (0.53+0.05
vs 0.49+0.02, 0.38+0.06, F =29.5536, n =5, P <0.01). Elec-
tron microscope and flow cytometer verified that cells were
apoptosized after exposed to 5-FC (1 mmol/L) and CI-988
(1" 108 mmol/L) 72 h. Significant anti-tumor effect was
observed in nude mice bearing CD* LoVo cells followed

with 5-FC(500mg/kg body weight i.p. injection per day) or
C1-988 (10 mg/kg per day orally), the inhibition rate were
69.4% and 49.5%,respectively. When these two reagents
were used in combination, the inhibition rate was 81.5 %
that was higher compared to single therapy (0.42+0.12 vs
0.6940.11, 1.22+0.22, F =33.1709, n =5, P <0.05).There
were apoptosis bodies in submicroscopic structure.

CONCLUSION: Gastrin receptor antagonist canelevate the
killing effect of CD/5-FC on colorectal carcinoma. Apoptosis
is possibly one of the reasons of the synergistic action.

Wang XJ, Ma QJ, Lai DN, Li CJ, Li JM, Wu YZ, Wang Q. Gastrin
receptor antagonist combined with cytosine deaminase suicide gene
therapy enhances killing of colorectal carcinoma. Shijie Huaren
Xiaohua Zazhi 2003;11(9):1385-1388
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Abstract

AIM: To observe the effects of aFGF and TPK inhibitor
genistein on intracellular PKC and ERK activity in CCL229
cell line.

METHODS: The activities of PKC and ERK in cells induced
by different concentrations of aFGF (0.15 mg/L, 0.30 mg/L,
0.60 mg/L, 1.20 mg/L) and genistein (6.00 mg/L, 12.00 mg/L,
24.00 mg/L, 48.00 mg/L) were detected by incorporation
of [g-32P]-ATP into exogenous substrates.

RESULTS: The intracellular PKC and ERK activity increased
with aFGF in a dose dependent manner (P <0.05). When
the concentration of aFGF was 1.20 mg/L , the activity of
PKC in cytosol and PKC in membrane and ERK was 2.60, 2.79,
1.77 times higher than control group. Genistein suppressed
the intracellular PKC and ERK activity also in a dose dependent
manner (P <0.05). When the concentration of genistein
was 48.00 mg/L, the activity of PKC in cytosol and PKC in
membrane and ERK was 0.41,0.36,0.50 times higher than
that in control group, The activity of PKC and ERK decreased
apparently when the cells were treated with aFGF.

CONCLUSION: aFGF receptor in human colorectal cancer
cell line CCL229 possesses TPK activity. Tyrosine-specific
protein phosphorylation may initiate a cascade of biochemical

events, which may increase the intracellular PKC and ERK
activity.
Shang H, Zhang Y, Shan JX. Effects of aFGF and genistein on PKC

and ERK activity in human colorectal cancer cell line CCL229. Shijie
Huaren Xiaohua Zazhi 2003;11(9):1389-1391
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Abstract

AIM: To study the protective effect of taurine on hepatic
fibrosis induced by carbon tetrachloride (CCl,) in rats and
its mechanisms.

METHODS: CCl,-induced rat hepatic fibrosis was treated
by taurine (400 and 800 mg/kg per day for 12 weeks), and
serum alanine aminotransferase (ALT), plasma protein,
hyaluronic acid (HA) and procollagen III (PC III), and hepatic
hydroxyproline (HYP), hepatic microsomal drug-metaboliz-
ing enzyme and anti-transforming growth factor b, (TGF-b,)
were measured. In addition, pathological changes of liver
tissue were observed by light microscope.

RESULTS: The hepatic fibrosis, activity of serum ALT
(2 601+£300 — 1367+317 nkat/L, P <0.01), and contents of
serum HA (324+95 — 219+79 ny/L, P <0.01), PC III (33+14—
1948 mg/L, P <0.01) and hepatic HYP (1 282+523 —
3814147 ny/L, P <0.01) were markedly reduced by the
treatment with taurine (32.57+13.73 vs 19.20+8.25 ng/ml,
P <0.01 and 1.282+0.523 vs 0.463+0.159 ng/ml, P <0.05).
The contents of plasma albumin (23+3 — 31+4 g/L, P <0.05)
and hepatic cytochrome P450(Cyt.P450)(211+27 —
8114136 nmol/g, P <0.01) and cytochrome bs (Cyt.bs)
(25669 — 761+131 nmol/g, P <0.01) were increased by
the same treatment (0.211+0.027 vs 0.765+0.106 nmol/mg
protein, P <0.01 and 0.256+0.069 vs 0.697+0.120 nmol/mg
protein, P <0.01). In addition, taurine could also significantly
inhibit the expression of TGF-b, (33+13 — 2046 , P <0.01).

CONCLUSION: CCls-induced hepatic fibrosis is markedly
relieved by the treatment of taurine, and its protective
mechanisms are related to the decrease in liver injury
and expression of TGF-b;.

Liang J, Yang GY, Zhang XL, Pang YS, Yuan HF, Liang JS, Huang RB,
Wei X, Wei M. Inhibitory mechanism of taurine against CCl, induced
hepatic fibrosis in rats. Shijie Huaren Xiaohua Zazhi 2003;11(9):1392-1395
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Abstract
AlIM: To investigate the effect of neutrophil elastase inhibitor
(ONO-5046) on expression of intercellular adhesion molecule-1
and transduction signal after pancreasduodenal transplan-
tation in rats.

METHODS: ONO-5 046 was injected intravenously into
experimental animal models. ICAM-1 mRNA transduction
signals were detected in rat endothelial cells with regard
to the effect of many reagents on expression of ICAM.

RESULTS: ICAM-1 mRNA level decreased in pancreatic
grafts of experimental animals. ICAM-1 mRNA expression
was increased in rat endothelial cells in vitro stimulated by
NE, while that it could be inhibited by ONO-5046. Calcium
ionophore enhenced ICAM-1 mRNA expression. In contrast,
a phospholipase C inhibitor, calcium chelator and nuclear
factor-kappa B inhibitor regulated down NE induction of
ICAM-1 mRNA.

CONCLUSION: ICAM-1 expression stimulated by NE in pan-
creatic grafts may be associated with intracellular Ca?*

influx and a phospholipase C signal transduction.

Liang J, Wang FS, Liu YF, Liu LM, Liu SR, Cui H, Tai CQ, He SG.
Intercellular adhesion molecule-1 expression in pancreas graft and its
signal transducer. Shijie Huaren Xiaohua Zazhi 2003;11(9):1396-1398
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Abstract

AIM: To evaluate the efficacy and safety of polyethylene
glycol (PEG) 4000 in the treatment of elderly functional
constipation in comparison with lactulose.

METHODS: A total of 85 patients with functional constipation
were enrolled in this randomized and comparative trial.
They received either PEG 4 000 (10 g, n =41) or lactulose
(15 ml, n =44) for 2-4 weeks.

RESULTS: The complete remission of constipation was signifi-
cantly higher in patients treated with PEG 4 000 in comparison
with lactulose group (2 wk: 63.6 % vs 39.0 %, P <0.01; 4 wk:
69.0 % vs 42.1 %, P <0.01). The mean Bristol score of stool
consistency during the 4 wk treatment was higher in the
PEG group (4.0+0.3 vs 2.920.2, P <0.01). At the end of
4 wk study, PEG 4 000 normalized the stool consistency in
81.5 % patients (lactulose group: 52.4 %, P <0.01). Thus,
PEG 4 000 was more effective in alleviating abdominal pain
and difficult defecation than lactulose. The side-effect in-
cidences were 11.7 % and 16.1 % in the two groups re-
spectively (P >0.05). There was no severe side-effect in
both groups.

CONCLUSION: PEG 4 000 is an effective and safe agent in
the treatment of elderly functional constipation.

Zhang CQ, Zhang GW, Zhang KL, Fu YQ. Clinical evaluation of poly-

ethylene glycol 4000 in treatment of functional constipation in elderly
patients. Shijie Huaren Xiaohua Zazhi 2003;11(9):1399-1401
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